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KF.MARKS/ARGUMENTS 

Upon entry of the instant amendments, claims 1-22 and 32 are pending. Claims 23-31 
and 33 were Avithdrawn. Claims 1, 3, and H-IS have been amended without any intention of 
disclaiming equivalents thereof. No new matter is added, 
Rejoinder of flroups I and E 

Applicants acknowledge the rejoinder of group I (claims 1-17 and 32) and group H 
(claims 18-22). 

Rft |««tion Under 35 U.S.C. SU2 

The Ebcaminer rqected claims 14-17 under 35 U.S.C. §1 12, second paragraph. 
AppUcants submit that theolaims have been amended to correct the antecedent basis and 
re^)ectfiilly request withdrawal of flie rqection. 

Rejection Under 35 U.S.C. § 1 O^/hl over Kenii et al. 

The Examiner rejected claims 1-3, 6-7, 10-13, 18, and 21-22 under 35 U.S.C. §102(b), 
contending that they are anticipated by Kenji et al. (EP 0 476 545). Applicants traverse the 
rejection to the extent it is maintained OVCT the claims as amended. 

Anticipation under 35 U.S.C. §102 requires that all of the elements and limitations of the 
claims at issue be found within a single prior art reference. Carella v. Starlight Archery and Pra 
Line Co.:SM F.2d 135, 231 U.S.P.Q. 644 (Fed. Cir. 1986). 

Kenji et aL does not teach all the elements and limitations of Applicants' claims. Kenji et 
al. disclose immunoassays for detecting a target substance, using an antibody that reacts with the 
target substance, wherein the antibody is also bound to a fluorescent substance, and a second 
antibody bound to a quencher, the second antibody capable of binding a different epitope of the 
target molecule. The only detection metirod described in Kenji et al. is the detection of 
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fluorescence antf the quenching of fluorescence. Kenji et al. does not disclose determining 
turbidity or agglutination and therefore does not disclose Applicants' claimed invention. 
Applicants therefore respectfully request reconsideration and Avithdrawal of the rejection of 
claims 1-3, 6-7, and 10-13. 

Regarding claims 18 and 21-22. Applicants submit that Kenji et al. does not disclose a 
composition comprising protein S and .C4BP and therefore does not disclose AppUcants' claimed 
bVention. Applicants therefore respect&lly request reconsideration and withdrawal of the 
rejection of claims 18 and 21-22. 

R^ j^tinns Under "^S T I S C. S103fa) e^ver Kenii et al. in view of Koike et al, 

The Examiner rejected claims 5-6, 8-9, 19-20, and 32 under 35 U.S.C. § 103(a), 
contending that they are unpatentable over Kenji et al. (EP 0 476 545) in view of Koike et al. (US 
Patent No. 5,187,067). AppUcants traverse the rejection to the extent it is maintained over the 
claims as amoided. 

The propet standard for evaluating obviousness requires a determination of (1) wfaethier 
the prior art would have suggested to those of ordinary skill in the art that they should make the 
claimed composition or device, or carry out the claimed process; and (2) whether the prior art 
would also have revealed that in so making or carrying out, those of ordinary skill would have a 
reasonable expectation of success. See In re Vaeck, 947 F.2d 488, 20 U.S.P.Q.2d 1438, 1442 
(Fed. Cir. 1991). Both the suggestion and the reasonable expectation of success must be found m 
the prior art, not in Applicant's disclosure. See id citing In re Dow Chemical Co. 837 F.2d 469, 
47V 5 U.S.P.Qi2d 1529, 15i31 (Fed. Cir. 1988). Finally, section 103 requires that the suggestion 
or incentive to combine prior art references must be derived from the teachings of the references. 
SeeACSHosp. ^tem. Inc. v. Montefiore Hosp. 732F.2d 1572. 1577, 21 U.S.P.Q. 929, 933 
(Fed. Cir. 1984). 

Applicants submit that there is no motivation in either Kenji et al. or Koike et al. to 
combine their disclosures to make Applicants' claimed invention and even if, arguendo, such 
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motivation were found and the disclosures of the references were combined, such a combination 
. would not teach Applicants' invention. Kenji et al. does not disclose turbidity or agglutination 
assays: Koike etal. does not correct the deficiency of Kenji etal. Koike et al. discloses a 
method for detenmning free protein S in a sample usmg a primary antibody fixed to an insoluble 
solid carrier and a labelled second antibody that binds to a second epitope on protein S. Koike et 
al. disclose using the assay means enzyme immunoassay (EIA) and radioiinmunoassay (RIA) 
(column 13, lines 4-7). Koike et al. does not disclose or suggest turbidity or agglutination assays. 
Koike et al. also does not provide an expectation of success that measurable turbidity or 

agglutination would take place between a first particle bound to a second member and a second 
particle bound to a third member, when the second and third members are bound to the first 
member. Applicants also submit that the rejection of claim 9 under § 1 03 is improper, because 
Koike et al. dqes not disclose a second member that is C4BP. Thus, even if the references were 
combu^le, they would not teach AppUcants' claimed methods. Applicants therefore 
respectfully request reconsideration and withdrawal of tiie rejection of claims 5-6 and 8-9. 

In addition, Koike et al. does not disclose a composition for detecting an unbound form of 
a first member of a binding pair, the binding pair comprismg a first and a second member that 
bind to each other, v^ercm a first particle is bound to the second member and a second particle is 
bound to a tiiird member, wherem the second and tiiird member bind to tiie first member at 
^afferent epitopes, wdierein tiie first member comprises protein S and tiie second member 
comprises C4BP. This is because Koike et al. is directed only to tiie use of antibodies to eitiier 
. r free protein S or tiie C4BP-protein S complex, not flie use of C4BP iteelf as one of tiie binding 
^ partners (i.e., members) in tiie askay for detecting free protein S. In particular. Applicants submit 
tfiat tiie rejection of claim 20 under §103 is improper, because Koike et al. does not disclose a 
second member tiiat is not an antibody. Thus, even if flie references were combinable, tiiey 
would not teach Applicants' claimed compositions. Applicants tiierefore lespectfiiUy request 
reconsideration and witiidrawal of tiie rejection of claims 19-20 and 32. 
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p^j^inn. 1 Inder 35 ^ T « T nv«^ over Kenii et al . in view of NoRUchi et al. 

nie Examiner rejected claim 4 under 35 U.S.C. §103(a). contending that it is 
unpatentable over Kenji et al. (EP 0 476 545) in view of Noguchi et al. (US Patent No. 
4,843,021). Applicants traverse the rejection to the extent it is maintained over the claims as 
amended. 

Applicants submit that there is no motivation in either Kenji et al. or Noguchi et ai. to 
combine their disclosures to make Applicants' claimed invention and even if, arguendo, such 
motivation were found and the disclosures of the references were combined.a skilled artisan 
wouldhave no expectationof success that the methods of Noguchi et al. combined with the 

metliods of Kenji et al. would produce Applicants' invention. 

Noguchietal-doesnotcotrectthedeficiencyofKenjietal. Nogiichi et al. discloses tiie 
use of a calibration curve for determining the concentration of a substance in a sample assayed 
using immunological methods. Noguchi et al. does not disclose detecting turbidity or 
agglutination generated by the binding of two members to an antigen at different epitopes, 
wherein each member is complexed to a particle, but rather Noguchi et al. dracribes the low level 
of turbidity that is generated when an antigen binds to an antibody. The methods disclosed in 
Noguchi et al. use only one antibody (i.e., "monotest reagent") per reaction to detect a component 
of a sample and not two members (e.g.. antibodies or C4BP) as required by Applicants' claims. 
There would be no expectation of success that the calibration curves and turbidity analysis of 
Noguchi et al. would work when the c6mponents include a third member (e.g., antibody) that is 
ako bound to a particle, which also is not described in Noguchi et al. AppUcants therefore 
lespectfiiUy request reconsideration and withdrawal of the rejection of claim 4. 
R^i ^ptions Tinder IT S C. SI 03fa> over Kenii et al. in view of Mischak et al. 

The Examiner also rejected claims 14-17 under 35 U.S.C. § 103(a), contending that they 
are unpatentable over Kenji et al. (EP 0 476 545) in view of Mischak et al. (US Patent No. 
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6.124.430). Applicants traverse the rejection to the extent it is mam^^ 

amended. 

Applicants submit that there is no motivation in either Kenji et al. or Mischak et al. to 
combine the references to make Applicants' claimed invention and even if. arguendo, such 
motivation were found and the disclo^s of the references were combined, such a combmation 
would not teach Applicants' invention. Kenji et al. does not disclose turbidity or agglutinatxon 
assays Mischak etal. does not corre«it the deficiency ofKenjietal. because it also does not 
disGloseturbidtyoragglutination assays. Mischak et al. discloses typical sandwich assays and 
competition assays using two antibodies wherein one of the antibodies captures the antigen m a 
sample (e.g.. onto a microtiter plate) and the other antibody is labeled with^ 
binds to another epitope on the antigen. Mischak et al. discloses only detecting the label, not 
detecting any other physical characteristic of the antigen-antibody reaction, such as agglutination 
or turbidity. Mischak et al. also does not disclose a tiurd member .(e.g., antibody) tte^ 
a particle such tiiat the reaction between a second member-first particle coinplex and a tiiird 
member-second particle complex agglutinate when tiiey bind to a first member (e.g.. antigen). 
There would be no expectation of success tiiat the sandwich and competition assays of Mischak 
et al. would work in an agglutination assay format when the components include a tiurd member 
(e.g., antibody) tiiat is also bound to a particle. Applicants therefore respectfiilly request 
reconsideration and witiidrawal of tiie rejection of clauns 14-17. 
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pir nrnrsT FOR T f ^^"^^^^ INTERVIEW 

Tl,e undersigned respectfully requests a telephonic interview with Examiner Davis mSL 
to issuance ofafurther Office Action in the instant application. The under^gaedte^^^^^^ 
interview withExaminer Davis may be sufficient to resolve any issues remaining in thecas^^ 
Tte Examiner is invited to telephone Diana Steel at6I7-3l0-8168 to arrangeaconveni^ 

for tiie interview. 

roNrLUSlON . 

In view of the following amendments and remarks. Applicants respectfiilly request that the 
outstandingrejectionsbe .^.nsidered and withdrawn. Applic^^ 

are incondition for aUowance and request prompt and favon^bleactionon the u^t^^^^^ 



Respectfully submitted, 



Date: February 5, 2004 
Reg. No. 43,153 



Diana M. Steel 



T.I ^^17^ ^10-8168 Attorney for Applicants 



High Street Tower 
125 High Street 
Boston, MA 02110 



3004569J 
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